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DECLARATION UNDER 35 U.S.C. §1.132 

Sir: 

I, Vinod Kumar Gupta am a named inventor in the above 
identified application and the following tests have been 
carried out at my direction: 

Metformin tablets containing 750mg of metformin were 
prepared according to the general procedure of Example 8 of 
the above identified application using the following 
ingredients : 
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Conqponent 


Per 

Tablet 
(mg) 


Per 
Batch 






GRANULATION 






Metformin Hydrochloride*^* 


750.000 


90.000 


Tir5pl"n<^p» Monnhi vd Tri1" p 
(Pharmatose 200) 


29"^ qOO 


35 -2 68 


Ammonio methacrylate 
copolymer Type B (Eudragit 
RSPO) 


114.000 
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Methylene Chloride^^^ 


g. s . 


64.194 


LUBRICATION 






Magnesium Stearate 


12.000 


1.440 


Total Theoretical Tablet Weight 


1210.00 


145.200 



(a) The amount of Metformin Hydrochloride and Lactose 

Monohydrate listed above are the theoretical guantities 

based on an API assay value of 100%. Actual amount used 

are adjusted based upon assay results of API. 

(b) Does not remain in the finished product, removed 
during the process. 



The metformin tablets were tested by placing six tablets in 
separate vessels, that contained a sufficient amount of 6.8 
phosphate buffer solution to cover the tablets, for time^ 
periods ranging from 2 to 12 hours. When the tablets were 
removed from the vessel after the stated period, excess 
water was removed with the help of tissue paper and the 
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photographs set forth below were taken with the same 
equipment that was positioned in the same manner for each 
sample : 



Figure 1 




Butch No,;- B 67^$002 
Tlnic Owntlioii: - 0 Hr. 
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Figure 2 



l^ruduel Naiw: - Metformin H\»lrovhl«ninU* V xlvmtril HcWamr 
( MblclN I SI' 75« lltR 

rime Durtttbn: • 2 llr. 
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Product Same: - Melformin Hydrochloride E:Ktcnded-R«;liiase 

I ablets l\SI* 750 mj» 
Hiirch ;\o B 6795002 

rMediu: - pi I 6.8 phospharc buffer 

rime Duration: -4 llr. 
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Figure 4 



Product Name: - Metformin Hydrochloride Extended-Release 

Tablets USP 750 mg 
Batch No.:- » 6795002 
Media: - pH 6.8 phosphate buffer 

Time Duration: - 6 llr. 




Product Name: 

Batch No.:- 
Media: - 
Time Duration: 



- Metformin Hydrochloride Extended'-Rdcaae 
Tablets USP 7S0 mg 

B 6795002 

pH 6.8 phosphate buffer 

- 8 Hr. 
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Bowl 2 



Bowl 3 I Bowl 4 



Bowl 5 
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Figure 6 



Product Name: - IVictformin Hydrochloride Cxtended-Reteoss 

Tablets USP 750 mg 
Butch No.:- B 6795002 
Media: - piS 6.8 phosphate buffer 

Time Duration: - 10 Hr. 



[ Bowl I i Bowl 2 I Bowl 3 Bowl 4 Bowl 5 Bowl 6 



L C C 



Figure 7 
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Inspection of the photographs of Figures 1-7 shows that 
there is no appreciable swelling of the tablets that could 
lead to the retention of the tablets in the stomach using 
the mechanism disclosed in U. S . 6^ 600, 300 . The most 
important test is the comparison of the zero hour and two 
hour test photographs . The two hour time period exceeds 
the normal time for the passage of a pharmaceutical tablet 
through the human stomach and if a tablet does not swell 
during this period of time it does not have the swelling 
properties required by the dosage form of U . S . 6, 600, 300 in 
order to prevent the dosage from passing rapidly through 
the stomach. 



The following chart summarizes the dissolution of the 
metformin tablets of the invention in 0.1 N HCl and in pH 
6.8 phosphate buffer: 



Product 


Media 


Time Points 


1 hr 


2 

hrs 


3 

hre 


4 

hrs 


5 

hrs 


6 

hrs 


7 

hrs 


8 

hrs 


9 

hrs 


10 
his 


12 
hrs 


Metformin HQ 
ER Tablets USP 
750 mg ^atch 
No.: B6795002) 


0.1 NHCl 


40.4 


54.9 


643 


65.1 


79.1 




88.0 




95.0 




99.4 


pH6.8 
phosphate 
buffer (New 
dissolution 
condition) 


37.3 


49.9 


59.6 


67.3 




77.4 




863 




90.1 


93.7 



The dissolution tests show that the release of the 
metformin is substantially independent of the pH of the 
dissolution media which indicates that the rate of 
hydration of the metformin tablets of the invention^ which 
is related to the swelling of the tablet under aqueous 
conditions, is also independent of the pH of the 
dissolution media. 
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I hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on 
information and belief are believed to be true; and 
further that these statements were made with the knowledge 
that willful false statements and the like so made are 
punishable by- fine or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code and that such 
willful false statements may jeopardize the validity of 
the application and of any patent issued thereon. 




Dated: 3"^ July 2010 



Vinod Kumar Gupta 
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